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RESPONSE TO AMENDMENT 

1. A request for continued examination under 37 CFR 1.114, including tlie fee set 
fortli in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicants' submission filed on 
3/26/2009 has been entered. 

2. The amendment filed 3/26/2009 has been entered into the record. Claim 5 has 
been amended. New Claims 6-12 have been added. Claims 5-12 are pending. Claim 5 
is under examination. Claims 6-12 are withdrawn from further consideration as being 
drawn to non-elected inventions. Newly submitted claims 6-12 directed to an invention 
that is independent or distinct from the invention originally claimed for the following 
reasons: Claims 6-12 are drawn to distinct sequences and genes. 

Since applicant has received an action on the merits for the originally presented 
invention, this invention has been constructively elected by original presentation for 
prosecution on the merits. Accordingly, claims 6-12 are withdrawn from consideration 
as being directed to a non-elected invention. See 37 CFR 1 .142(b) and MPEP § 
821.03. 

Rejections Withdrawn 

3. Rejection of claim 5 under 35 U.S.C. 102 (b), made in paragraphs 5 and 6 of the 
office action mailed 4/01/2008 is withdrawn in view of applicants' amendment filed 

3/26/2009. 
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New Rejections Based on Amendment 
Claim Rejections - 35 USC § 103 

4. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed 
or described as set forth in section 102 of this title, if the differences between the 
subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary sl<ill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was 
made. 

5. Claim 5 is rejected under 35 U.S.C. 103(a) as being unpatentable over Pass et al. 
(Journal of Clinical Microbiology vol .38, no. 5, pp. 2001-2004, May 2000) prior art of 
record applicants' International Search Report submitted 7/23/2004 , and further in view 
of Buck et al. , (BioTecniques, Vol. 27, No.3, pp.528-536, 1999). 

Amended claim 5 is drawn to a method for detecting the presence of E.coli 
virulence related genes in sample by multiplex PCR, i.e. adding the sample to a 
amplification mixture including primers pairs SEQ ID NO 1 , 2, 5 and 6. SEQ ID NO: 
1 ,2, 5 and 6 are defined as VTI-a, VTI-b, VT2-a and VT2-b. 

Pass et al. teach a method for detecting the presence of E.coli virulence related 
genes in sample by multiplex PCR, i.e. adding the sample to an amplification mixture 
including at least one pair of primers selected from the group consisting of at least 15 
contiguous nucleotides of SEQ ID NO 1, 2, 5 and 6. Pass et al. also teach primers for 
amplifying VT1 , VT2, VT2e and other genes of E.coli (see abstract, page 2001 and 
table 2). Pass et al. also teach primers for amplifying genes VTI , VT2, therefore SEQ ID 
NO: 1 ,2, 5 and 6 as VTI-a, VTI-b, VT2-a and VT2-b. are included in the total sequence 
of these genes. 
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In the recent court decision In Re Deuel 34 USPQ 2cl 1210 (Fed. Cir. 1995), the 
Court of Appeals for the Federal Circuit determined that the existence of a general 
method of identifying a specific DNA does not make the specific DNA obvious. 
Regarding structural or functional homologs, however, the Court stated, "Normally, a 
prima facie case of obviousness is based upon structural similarity, i.e., an established 
structural relationship between a prior art compound and the claimed compound. 
Structural relationships may provide the requisite motivation or suggestion to modify 
known compounds to obtain new compounds. For example, a prior art compound may 
suggest its homologs because homologs often have similar properties and therefore 
chemists of ordinary skill would ordinarily contemplate making them to try to obtain 
compounds with improved properties." 

Since the claimed primers simply represent structural homologs, which are derived 
from sequences suggested by the prior art as useful for primers of the E.co// virulence 
related genes and concerning which a biochemist of ordinary skill would attempt to 

obtain alternate compounds with improved properties, the claimed primers are prima 
facie obvious over the cited references in the absence of secondary considerations. 

Buck et al (1999) expressly provides evidence of the equivalence of primers. 
Specifically, Buck invited primer submissions from a number of labs (39) (page 532, 
column 3), with 69 different primers being submitted (see page 530, column 1). Buck 
also tested 95 primers spaced at 3 nucleotide intervals along the entire sequence at 
issue, thereby testing more than 1/3 of all possible 18 mer primers on the 300 base pair 
sequence (see page 530, column 1 ). When Buck tested each of the primers selected by 
the methods of the different labs, Buck found that EVERY SINGLE PRIMER worked 
(see page 533, column 1 ). Only one primer ever failed, No. 8, and that primer 
functioned when repeated. Further, EVERY SINGLE CONTROL PRIMER functioned as 
well (see page 533, column 1). Buck expressly states "The results of the empirical 
sequencing analysis were surprising in that nearly all of the primers yielded data of 
extremely high quality (page 535, column 2)." Therefore, Buck provides direct evidence 
that all primers would be expected to function, and in particular, all primers selected 
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according to the ordinary criteria, however different, used by 39 different laboratories. It 
is particularly striking that all 95 control primers functioned, which represent 1/3 of all 
possible primers in the target region. This clearly shows that every primer would have a 
reasonable expectation of success. Therefore it would be prima facie obvious to one of 
ordinary skill in the art to select different primers from the known gene and sequences 
taught by Pass et al. 

6. Claim 5 is rejected under 35 U.S.C. 103(a) as being unpatentable over Gannon et 
a!., (Journal of Clinical Microbiology vol .35, no. 3, pp. 656-662, March 1 997) prior art of 
record applicants' International Search Report submitted 7/23/2004 , and further in view 
of Buck et al. ,( BioTecniques, Vol. 27, No.3, pp.528-536, 1999). 

Amended claim 5 is drawn to a method for detecting the presence of E.coli 
virulence related genes in sample by multiplex PCR, i.e. adding the sample to an 
amplification mixture including primers pairs SEQ ID NO 1 , 2, 5 and 6. SEQ ID NO: 1 , 
2, 5 and 6 are defined as VTI-a, VTI-b, VT2-a and VT2-b. 

Gannon et al. teach a method for detecting the presence of E.coli virulence 
related genes in sample by multiplex PCR, i.e. adding the sample to a amplification 
mixture including at least one pair of primers selected from the group consisting of at 
least 15 contiguous nucleotides of SEQ ID NO 1, 2, 5 and 6. Gannon et al. also teach 
primers for amplifying VT1 , VT2, VT2e and other genes of E.coli (see abstract, and 
table 1 ). The SEQ ID NO: 1 , 2, 5 and 6 as VTI-a, VTI-b, VT2-a and VT2-b are included 
in the total sequence of these genes. 

In the recent court decision In Re Deuel 34 USPQ 2d 1210 (Fed. Cir. 1995), the 
Court of Appeals for the Federal Circuit determined that the existence of a general 
method of identifying a specific DNA does not make the specific DNA obvious. 
Regarding structural or functional homologs, however, the Court stated, "Normally, a 
prima facie case of obviousness is based upon structural similarity, i.e., an established 
structural relationship between a prior art compound and the claimed compound. 
Structural relationships may provide the requisite motivation or suggestion to modify 
known compounds to obtain new compounds. For example, a prior art compound may 
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suggest its homologs because homologs often have similar properties and therefore 
chemists of ordinary skill would ordinarily contemplate making them to try to obtain 

compounds with improved properties." 

Since the claimed primers simply represent structural homologs, which are derived 
from sequences suggested by the prior art as useful for primers of the E.co// virulence 
related genes and concerning which a biochemist of ordinary skill would attempt to 
obtain alternate compounds with improved properties, the claimed primers are prima 
facie obvious over the cited references in the absence of secondary considerations. 

Buck et al (1999) expressly provides evidence of the equivalence of primers. 
Specifically, Buck invited primer submissions from a number of labs (39) (page 532, 
column 3), with 69 different primers being submitted (see page 530, column 1). Buck 
also tested 95 primers spaced at 3 nucleotide intervals along the entire sequence at 
issue, thereby testing more than 1/3 of all possible 18 mer primers on the 300 base pair 
sequence (see page 530, column 1 ). When Buck tested each of the primers selected by 
the methods of the different labs. Buck found that EVERY SINGLE PRIMER worked 
(see page 533, column 1). Only one primer ever failed. No. 8, and that primer 
functioned when repeated. Further, EVERY SINGLE CONTROL PRIMER functioned as 
well (see page 533, column 1 ). Buck expressly states "The results of the empirical 
sequencing analysis were surprising in that nearly all of the primers yielded data of 
extremely high quality (page 535, column 2)." Therefore, Buck provides direct evidence 
that all primers would be expected to function, and in particular, all primers selected 
according to the ordinary criteria, however different, used by 39 different laboratories. It 
is particularly striking that all 95 control primers functioned, which represent 1/3 of all 
possible primers in the target region. This clearly shows that every primer would have a 
reasonable expectation of success. Therefore it would be prima facie obvious to one of 
ordinary skill in the art to select different primers from the known gene and sequences 
taught by Gannon et al. 
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Status of Claims 

7. No claims are allowed. 

Conclusion 

8. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Khatol S. Shahnan-Shah whose telephone number is 
(571)-272-0863. The examiner can normally be reached on Mon, Wed 12:30-6:30 pm, 
Thur12:30-4:30pm pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Robert B. Mondesi can be reached on (571 )-272-0956. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Robert B Mondesi/ 
Supervisory Patent Examiner, 
Art Unit 1645 

/Khatol S Shahnan-Shah/ 
Examiner, Art Unit 1645 
June 14, 2009 



